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 {#cod13657-sec-0001}

Drug reaction with eosinophilia and systemic symptoms (DRESS) syndrome, (formerly known as drug‐induced hypersensitivity syndrome) is an acute, idiosyncratic, and potentially life‐threatening drug reaction, characterized by fever (\>38.5°C), skin eruptions, and haematological abnormalities.[^1^](#cod13657-bib-0001){ref-type="ref"} The most frequently involved drugs are anticonvulsants, sulfonamides, allopurinol, and antibiotics,[^2^](#cod13657-bib-0002){ref-type="ref"} while hydroxychloroquine has been rarely reported as causative agent.[^2^](#cod13657-bib-0002){ref-type="ref"}, [^3^](#cod13657-bib-0003){ref-type="ref"}

CASE REPORT {#cod13657-sec-0002}
===========

A 37‐year‐old woman consulted the emergency department for itchy rash, facial edema, and fever (38.5°) developing in the course of 2 days. Physical examination revealed a maculopapular rash, predominantly in the face, periorbital angioedema, and purpuric rash with involvement of the trunk and limbs, but sparing of palms and soles (Figure 1A). Bilateral cervical lymphadenopathy and oral mucosa enanthema were present. The patient had been treated in the previous 2--3 weeks for bilateral pneumonia as manifestation of suspected, but not confirmed, COVID‐19, with hydroxychloroquine 200 mg and lopinavir‐ritonavir 200/50 mg/12 hours and azithromycin 250 mg/day for 5 days.

Laboratory tests showed leukocytosis with eosinophilia and elevated transaminases. Abdominal ultrasound was normal, and no atypical lymphocytes were found. Bacterial cultures and viral serologies, including SARS‐CoV‐2, were negative except for IgG for cytomegalovirus, parvovirus B‐19, Epstein--Barr virus, chickenpox, and measles, which were positive.

After 8 weeks, patch tests were performed with lopinavir/ritonavir, hydroxychloroquine, and azithromycin (each 20% aq. and pet.), which were positive for hydroxychloroquine on day (D) 4 (Figure 1B). Therefore, DRESS was diagnosed in accordance with RegiSCAR group criteria,[^4^](#cod13657-bib-0004){ref-type="ref"} and an atypical DRESS according to SCAR‐J\'s criteria, caused by hydroxychloroquine (Figure [1](#cod13657-fig-0001){ref-type="fig"}A and B).

![(**A**) Drug reaction with eosinophilia and systemic symptoms (DRESS) syndrome due to hydroxychloroquine. Periorbital edema and maculopapular rash on the face. (**B**) Patch tests with hydroxychloroquine (petrolatum and water) were positive](COD-9999-na-g001){#cod13657-fig-0001}

DISCUSSION {#cod13657-sec-0003}
==========

Hydroxychloroquine has been used as an antimalarial. Nowadays, it is used in autoimmune diseases such as lupus and rheumatoid arthritis. The growth of many different viruses can be inhibited in cell culture by chloroquine and hydroxychloroquine, including SARS‐CoV‐2.[^5^](#cod13657-bib-0005){ref-type="ref"} Therefore, it had been prescribed to our patient with suspected COVID‐19.

Hydroxychloroquine is considered to be safe and side‐effects are generally mild and transitory.[^5^](#cod13657-bib-0005){ref-type="ref"} The most common adverse effect of hydroxychloroquine is a a skin rash; however, in our patient, DRESS syndrome caused by hydroxychloroquine was diagnosed, based on patch testing that proved useful for identifying the causative drug in this patient.[^6^](#cod13657-bib-0006){ref-type="ref"} In conclusion, we have presented the first case of DRESS syndrome due to hydroxychloroquine with a positive patch test.
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